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“At this point, I am willing to try anything just to keep

him safe from hurting himself or anyone else. I hate the

feeling of being scared to death of him.”—Lewy Body

Dementia Association, “Behavioral Issues” forum partici-

pant (9 January 2009).

Recurrent visual hallucinations are a core feature of dementia

with Lewy bodies (DLB).1 While the spectrum of behavioral

and psychological symptoms of dementia in DLB is broader

than psychosis alone—also including anxiety, depression, apathy,

and agitation2—hallucinations and delusions (i.e., psychosis) are

common in patients with DLB and are a key issue in living

with the disease. Hallucinations were described in 76% and

delusions in 57% of patients with DLB in 1 cross-sectional

study.3 When comparing mild versus moderate-severe DLB (as

determined by the severity of cognitive impairment), psychosis

frequency increased from 50% to over 75%. Specifically, hallu-

cinations increased from 30% to 70%, and delusions increased

from 20% to over 50%.2 Other research shows that delusion

and hallucination scores on the Neuropsychiatric Inventory are

high in DLB regardless of dementia severity.4

Delusions are an important determinant of quality of life

(QoL) in DLB as assessed by both patients and caregivers.5

Behavioral disturbances are associated with depression in DLB

caregivers6 and are major contributors to caregiver distress and

strain.7–9 Although research is lacking with regard to the deter-

minants of institutionalization in DLB, Parkinson’s disease (PD)

studies show that psychosis is the main risk factor for nursing

home placement.10,11

The management of hallucinations and delusions in DLB is

challenging, however. Antipsychotics have risks in patients with

DLB. “Severe neuroleptic sensitivity” is a suggestive feature in

DLB clinical diagnostic criteria,1 in part based on research show-

ing that 81% of patients with DLB who received typical antipsy-

chotics had adverse reactions, one-half of which were severe.12

Atypical antipsychotics received a black-box warning from the

US Food and Drug Administration (FDA) in 2005 due to an

increased risk of death in patients with dementia-related behav-

ioral disturbances. This warning was extended to typical antipsy-

chotics in 2008. Studies demonstrate an increased risk of death in

patients with dementia who are treated with antipsychotics in

both the short and long term.13,14 Recent evidence also shows an

increased mortality risk in patients with PD who are treated with

typical and atypical antipsychotics.15 Besides the obvious risk of

worsened parkinsonism with antipsychotics, some studies suggest

that antipsychotic use is associated with an increased rate of cog-

nitive decline in dementia in both community settings16 and Alz-

heimer’s disease clinical trials.17

The benefits of antipsychotics in DLB are uncertain, but few

alternatives exist. A meta-analysis of pharmacologic strategies for

the closely related Lewy body dementias (LBDs) (i.e., both DLB

and PD dementia [PDD]) found few studies of antipsychotic

agents in these conditions. In the small studies cited, often with

limited methodologic rigor, there was no evidence for efficacy

and also a limited ability to exclude potentially beneficial effects.18

When considering PDD with psychosis, a Movement Disorder

Society evidence-based medicine review concluded that clozap-

ine was “efficacious” and had an acceptable risk with specialized

monitoring; quetiapine was considered “investigational” given a

lack of supporting evidence; and olanzapine was characterized as

“unlikely efficacious” and as having “unacceptable risk” given

clearly demonstrated worsening of motor function.19

In considering antipsychotic alternatives, a systematic review

of 22 pharmacologic strategies for DLB found that only choli-

nesterase inhibitors (donepezil and rivastigmine) had high-level

evidence for either cognitive or psychiatric symptoms in DLB,

but evidence of benefit on neuropsychiatric symptoms was lim-

ited and included the possibility of no effect.18 Furthermore,

25% of patients with DLB and PDD who were receiving choli-

nesterase inhibitors withdrew from treatment trials,18 suggesting

that substantial numbers of patients with DLB may not tolerate
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these drugs. Numerous other agents have been tried in DLB,

including dopaminergic agents, antidepressants, and antiepilep-

tics, all without good evidence. Nonpharmacologic approaches

to managing the behavioral and psychological symptoms of

dementia symptoms are encouraged20 but have little research

evidence to support efficacy in DLB. Pimavanserin, a selective

serotonin (5-HT)2A-inverse agonist, was FDA approved for the

treatment of PD psychosis in April 2016.21 Pimavanserin is not

yet studied in DLB but will likely be relevant and a phase II

trial of another (5-HT)2A-inverse agonist is currently underway

for patients with LBD.

Clinicians, patients, and families are often left wondering

what to do, particularly when hallucinations and delusions are

distressing or when they contribute to behaviors that put

patients and family members at risk. In this scenario, lack of

treatment evidence is unsatisfying and untenable; something has

to be tried. As suggested in the opening quote, when patients

or families are at risk, families are willing to consider medica-

tions with risks, as the risks of doing nothing are also high.

Another Lewy Body Dementia Association forum participant

expressed this view:

“Risperdal is the only thing that worked. . . It is on the

no-no list for LBD, but her psychosis got so bad without

it that it affected her physical health and well-being. If

she wasn’t on this medication, she would not sleep, eat,

or trust any of her family. . . The side effects from the

Risperdal were minimal and worth it so she could have

peace and we could keep her home with us” (“Behav-

ioral Issues” forum, 9 January 2009).

In making decisions regarding the treatment of psychosis in

DLB, physicians, caregivers/family, and patients (when able)

should partner in shared decision making (SDM) to consider

values and preferences alongside evidence to make the best

decision in each unique situation,22 with physicians helping

patients and families to understand the potential benefits and

risks of antipsychotic use.

The approach to antipsychotic use in patients with DLB starts

with avoidance (Fig. 1). Addressing underlying medical condi-

tions and weaning medications that may exacerbate hallucina-

tions and delusions are important first steps. Evidence from

PDD suggests that treating systemic illness, adjusting medica-

tions, and monitoring over weeks may preclude the need for

antipsychotic therapy in the short term in as many as two-thirds

of patients, though one-half of these patients required antipsy-

chotic medication on long-term follow-up.23 When discontinu-

ing medications, the approach favored in PDD with psychosis is

also relevant in DLB: start by discontinuing medications with

anticholinergic properties, including tricyclic antidepressants and

bladder antispasmodics. Sequential consideration is then given

to discontinuing amantadine, monoamine oxidase B inhibitors,

and dopamine agonists (all of which are less commonly used in

DLB than in PD). Finally, if needed and tolerated, wean levo-

dopa/carbidopa to the dose that best balances cognitive/behav-

ioral and motor effects.24

While robust evidence for a beneficial effect of cholinesterase

inhibitors on hallucinations and delusions is lacking, there is

some evidence that these medications may help people with

DLB and improve psychiatric symptoms in those with PDD.18

Thus, cholinesterase inhibitors can be tried for overall benefit

with a hoped-for impact on hallucinations and delusions.

When antipsychotics are indicated, personal values and needs

play a role in antipsychotic selection. Expert consensus favors

clozapine use given its evidence in PD psychosis and a lower

risk of worsening parkinsonism than other antipsychotics. How-

ever, some patients and families are unwilling to accept even

the low risk of agranulocytosis (0.38%19) or feel unable to com-

mit to the demands of routine blood work and pharmacy visits,

although home nursing visits can alleviate some of the labora-

tory burden, and the frequency of blood draws now is less than

in the past.

General antipsychotic considerations are class-wide, but

agent-specific data exist. Concerns regarding antipsychotic

hypersensitivity were established with case series involving typi-

cal antipsychotics; the risks of hypersensitivity with newer

antipsychotics are unknown. Risks of parkinsonism are higher

with typical antipsychotics and higher potency atypical antipsy-

chotics (e.g., olanzapine and risperidone) and are less with

clozapine and quetiapine, with limited data for other agents. In

a retrospective case-control study of antipsychotic use in

patients with general dementia, haloperidol was associated with

the highest 6-month absolute mortality risk (3.9%; 95% confi-

dence interval [CI], 1.0%–6.6%), quetiapine had the lowest risk

(2.0%; 95% CI, 0.7%–3.3%), and risperidone (3.7%; 95% CI,

2.2%–5.3%) and olanzapine (2.5%; 95% CI, 0.3%–4.7%) fell in
between.13 Similarly, in patients with PD, the absolute mortality

risk (converted from person-years to 6-month risks assuming

linear death rates) was highest in those exposed to haloperidol

(26%; 95% CI, 18%–36%) and lowest in those who received

quetiapine (8%; 95% CI, 7%–9%), with risperidone (14%; 95%

CI, 12%–17%) and olanzapine (11%; 95% CI, 8%–15%) in

between.15 Epidemiologic mortality data rarely include clozap-

ine given its infrequent use.

When performing SDM regarding the management of prob-

lematic psychosis, discussions of antipsychotic use should

include both pros and cons (Fig. 1). When available, using

absolute risks improves patient and family understanding of the

risks to inform decision making.25 Absolute risks are available

for agranulocytosis with clozapine, and there are mortality data

for some antipsychotics (above), but the absolute risks of wors-

ened cognition, parkinsonism, and serious hypersensitivity reac-

tions are not well-defined, and this needs to be part of the

discussion. If trying an antipsychotic, it should be titrated to

either improvement or side effects that prompt discontinuation.

Effective and safe treatment options for psychosis in patients

with DLB remain an unmet need. In the interim, the use of

antipsychotics in this population is driven not by evidence but

by clinical need. While strategies to avoid antipsychotic use are

important, should these fail, antipsychotics can be a reasonable

strategy after SDM if the risks of ongoing symptoms outweigh

those associated with treatment.
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STEP 1 Address potential medical (e.g. UTI) and pharmacologic (e.g. 
anticholinergics) contributions to hallucinations, including the 
presence of dopaminergic therapy and dose. 

STEP 2 In non-urgent scenarios, try cholinesterase inhibitors and/or increase 
dose to maximally tolerated dose; if oral anticholinesterase use is 
limited by gastrointestinal side effects, consider patch formulation. 

STEP 3 Assess if hallucinations are impacting QoL or putting patients or 
caregivers at risk. If not, the risks of antipsychotics may outweigh the 
benefits. Continue to monitor and address any medical issues that 
arise that might exacerbate hallucinations. 

STEP 4 If hallucinations are impacting QoL or placing patients or caregivers at 
risk, discuss potential benefits and risks of antipsychotic use with 
patient and caregiver/power of attorney, using SDM to determine the 
best approach in each unique situation. Reassess regularly. 

Considerations to discuss in SDM: 

ConsPros
Antipsychotics treat 
hallucinations (though discuss 
that evidence in DLB is lacking) 

Increased risk of morbidity: risk 
of worsening parkinsonism, 
cognition, sedation 

Hallucinations are impacting 
QoL or putting patient or 
caregiver at risk 

Risk of hypersensitivity reaction 
(noting data is from typical rather 
than newer antipsychotics) 

Hallucinations may increase risk 
of nursing home placement 

Increased risk of death 

Alternative approaches have 
been tried 

Drug-specific cons (e.g. 
agranulocytosis and CBC 
monitoring with clozapine) 

Figure 1 Approach to antipsychotic use in patients who have dementia with Lewy bodies. UTI, urinary tract infection; QoL, quality of
life; DLB, dementia with Lewy bodies; CBC, complete blood count; SDM, shared decision making.
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